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wmm 



, 2- a]s<Z/-/>( *#-J-;v-2-jjJVtf*cV$F. 2&gfc&, Xte (+) -( 
1 R, 2S)-6-r^;-N-^f^/-N- 2-*^Jl*/9W\3ri/ 

^T!/n [3, 2-a] ^>y-f^^ry-;i/-2-^;i/^-9-^ K. 2&gfc 

[0 0 0 1] 

[0 0 0 2] 
[fikfctf>i*ffi] 
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***** **Htt**lC*b-C»:, ^ftW^feftftv^^^^ 

affft (Br. J. Pharmacol., (1997) 122, 1478-1482) %^tltV^ril*^ 
° **1 (Neuroreport, (1998) 9 , 731-735) Ktt-GluRlfc J: «Gl«R5©*nLtt<& 



**2 (Pain, (1998) 77, 59-66) iCtt, rflifilRCP-GliiRSJSttM**^ 
SGroup I antagonist ((S)-4CPG : (S)-4-carboxyphenylglycine)<^ 
«tt (OH) -#«8H«©*WK:«W*-H2ia<D»«ttrtR*a^ ^ 

1 H«©»ia©-H 2HCD«IKrt«>CS)-«I»G®a*T?tt, V>f 



ffi§E4$ 2 0 0 0-3 




#3* 11 — 21830 9< 



^WJW«^©MlSW«^gT^C^i-S■GluRl/R5Mm^©^M^^i^iV^i:i^|& 
[0 0 0 4] 

mm&m&: v «t e> £ tsiii 

[0 0 0 5] 

[|RjS$:«?^-rSfe«)©#^] 
ft^tf^^WC^T^frfciiGluRl antagonist#;£8&-Z?&£ 3 £ £ Hffl U 

fl^lC J: S»S««IC <fc o T 3 $ tlS#iStt^^fM'«> SL5/L63T 

H#Jg^^yh (Pain (1992) 50 , 355-363) tCfc^T, jf^Klfcgtfjfc-GluR 



[0 0 0 6] 

[^^coi^ife©^] 

#M?:ttSft^6-75 y-N-e/^n^dpi/7l/-N, 3 — V % s f-Jl> s f-'T 

^/n[3, 2-a]^^^!/-^/-2-AM^tn*. 2&1&EL 3Ui ( 
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11 — 218309 

+ > -(1R, 2S)-6-75;-N-W-N- (8 ,*-2-*****n 
^***> *T*n [3, 2-a] K>^^^-/b-2-******P- 

■r*fc**#100 5>»TfWtbfcPI«*»«ffJB©IC 5 oll« J 0.1 

ran*** * ****** *»*m*m*e*>«*** 

»««>*«> XttMM* (ii^tSM©^) ****** 



ffi§E4# 2 0 0 0-3 




4#5£ 11-218309 




*&m<nW&m&1gmmmffl<Dm®f£fr^2bZ>*GlviRl antagonists -GluRl 
[0 0 0 8] 

3©«fce»^«GluRl antagonist©^*: LTtt, TW&<DjCffiXl*!®mzmm<D4t 

8-169884# 
f&m¥- 1 1- 1 8 9 5 9 6§ 
^ 1 1-9 9 0 6^ 

WO 9 6/1 5 1 0 0# 
WO 9 5/2 5 110-9 
WO 9 8/0 6 7 2 4-9 
WO 9 9/2 6 9 2 7-9 

[0 0 0 9] 

^tlSo 
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vxm%:&:%.zftz>i$, mnmAiAmt:.*), ibco^i-i, ooomg, 

*5F£L<fci:50~20 0mg©®itl H 1 0fre>imK:#ttftn«#S*l*** 
• Xti^AlA^fey, 1 BKo£ 1-5 0 0ms<DmmX*, 1 H 1 Efr £>8tiaiC 

[0 0 10] 

^ 'J Fx 7;i^>mv^**/? A testis. M^tt, S&K: 
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**»tt©**fflf, JB«^Ii:bT«, mpLltzfuifuy 

\z®mm. umm. fatm. &mm. &ftntm («*.«, b-x) , 

[0011] 



it&® A 2 0 0 

•t;i/n-x (fiSt^) 4 0 0 

~mtt.>r>(m (ta-A) i o 
^fyj ym 5 

^ ft 6 1 5mg 



[0 0 12] 
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*-*******• 2sbss) • &tf<fc ^ B 

2 ((+ -Ci R , 2 s)-e-r„-N-^-H- <----t 

*n<v*2'*) *T*n [3, 2-a] ^JA^9J 

„ .its/... 0.1 «/-. straptcci, «f. 
O.i «/.. s«rept»,e.n su.fate, 2 

(Nature 383 , 89-82, 1996) Uot, ««» 

(s ,- 77 ^y^ys/l— * (PI) 

e 383 , 89-92, 1998) ,C*.T**^^ S^-********^ 

(»l!SP1cA«PiH«) „ ,„„,,„ ,992 

.GM2. M*tfr*WUt«MV», (Ne«on, 8, 




4$ ¥ 11—218309' 

<t&m\*> ■GiuRiac^fbTi*. ioo dun tnv $ $>mT*fcmvr=.pm£.*: 

4.4 nM7?$>o^c 
[0 0 13] 

&&t\Zm&. (Pharmacol Biochen Behav 39, 541-544, 1991) <D— BZ&MV 
&0>4^lCtail pinch test<Z>pref£lfc£fTV^ £0^l$#3#J^T©Ifr%JC^ 
inch test^rff o ito 

^jvzm (#) =^ig^©Mjs^-^a#B&©R^^ 

t£<z>*, ^©iy„ *p<o.05, **p<o.oi vsn>hn— 0 
(*S3I) 

[01] Fig. A, BlC^f<ke>lC, ft&ysmSO mg/kg poT. -ffc-^ftBttFi*. 2 
CarTcfcdlC. 10 «g/kg po^&tCM/£^®M:K£^bfc. 
[0 0 14] 

mmm 3 (L5/L6««#sig*^ >y h ) 
mmzmm (pain 50, 355-363, 1992) <D-mz&$Ei,Tft^fc 0 sd^v 
s<>brt»¥z-flsfomTT*&mmwm (L5*3<fctR6) &it*-e»*bfc 

««*ftP8*b, 45#&lCvon Frey hair (VFH) testfcfrW ««&W*ff« 
fc*5, 1^5 9 hCDSgEBHSWU 2fe^Hti*<, 17-20 g (log (g) : 1.23- 
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1 — 2 1 8 3 0 9 




#»i:©Weffofe &tf>M*Jo **p<0.01, ***p<0.001 vsn 

(*£*) 

VFH tesfe®tSJK«: [02] IZ^Ir. it&mm. 30 mg/kg poj:^ ^MSJS. 
[0 0 15] 

*Gt«.l 6-T^y-N-S/^n^dp$/ J n/-N, 3 -5?**71^T!/n [3, 

N-^n^S/Tlz-N, 3-^f;i/6-^hnf 7^/0(3, 2-a]^> 
y-f $*V-;i/-2-#;i/tf3fiJ-^ K(5. 3 5g) 0THF (80ml) 

(3 0mi) M^MT, tKaWT^fbth'JfA (12. 5 

g) OTkmWl (5 0ml) ZlMx.TmmzX l 2H8rW«#f i Ufc. 7^V\T-rtllC^ 
_ Sl(lOml) SriDX-Tl^^in^^bfco r£^T-^JET. T H F, 

^*/-;i/=2 0: 1) t?»»u s&cintttifttbfeft, * # y 
iiif ^iysismitci'jiSKDft^* '(3, 78g) 

NMR: (DMSO-dg.TMSp^SU^ffl) 

8 : 8.11(d,lH),7.84(d,lH),7.41(dd,lH),4.94(br),3.80-4.20(br,lH), 2.94(s, 
3H), 2. 71 (s,3H) ,1.50-1. 85(«,7H) ,1.22-1. 40(«,2H) ,1.02-1.18 («,1H) . 
MS(FAB):343(M+1). 
[0 0 16] 
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mtm2 (ft^*B> 

( + ) -(1R, 2S)-6-7^;-N-^f^/-N- (i/7.-2 9 
U^t/Jl) *f-y\tU [3, 2 -a] 'OlZ-f ^ #\/-Jl- 2 -#;i/3tf=£1*-i* K 
. 2J&8&& 

( + ) -(1R, 2S)-N-^f^-N- 2 W\*rZ/fr) 

^r\ru [3, 2 - a] ^>y^f ^ #v-/i/- 2 -#;i/tff^+J-^ f (2. 2g) 

©SHffi^ (22ml) *«K1*^T. ^Mff (0. 28ml) ^iMXXnmz. 

^^ai^-TSZlillCj: U (1 R, 2S)-N-^f^-N- (*/ 2 - ffJUs 
0 ^n^^rS/>n/) -6-^hnf-7!/n [3, 2 -a] ^>^^!/-jl/-2- 

2 4 2mg) 

[a] 25 D = +17.08* (c 0.24, EtOH) . 
NMR (DMSO-dg,TMS|^SSi|i) 

8 : 9.16(s,lH) ,8.15(s,lH) ,7.81 (d,lH) ,7.42(dd,lH) ,4.85(br) ,4.25-4.38(«,lH 
) ,3.26(s,3H), 1.30-2. 35 («,9H) ,1.01(d,3H). 
MS (FAB): 343(11+1). 
[0 0 17] 

o 

[0 0 18] 

[01] mi^STLm^mmm^JVlZjt^A(Fig. A)&tMfclSH&B(Fi«. B) 

[02] ®2ttL5/L6^«t#Silg^y MC{fc^4t>A£|g#Lfcl&(Z>«:8Wit© 
&{fc £«9£ b % <DX& €> . 
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Fig. A 
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Fig. B 
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mm%i mmm 

mm] mm^wmm^mmmmmmm<ommo 

m&^m mGiuRi &mft<Dmmmznmm&mm<D&mzmn&A : & 

■[SIKH] *l 



i 



ffi§E4f 2000-306 9 064 




1 1—218309 



m m a m m m m 

I^S0#-^ (0 0000 6 6 7 7) 

1. JEX^JfB 1 9 9 0^ 8J31O0 



ft ff\ *J^#^EH*«*Wr2Tg3#l 1# 
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